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Figure 2: Ventilatory Depression Model 
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Figure 3: Device Model 
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Figure 4: Pharmacokinetic Model 
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Figure 5 
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Figure 6 
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Figure 7 
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Figure 8 
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Figure 9 
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Figure 10 



i: Fomiutallon In Inhaler 
1: 5 

a: 



8: Formulotlon In Lung 



1; 
2: 



1: 



Page 1 




4S00 SOlOO 
4:d9PM Sui, Jan19, 2003 



10/22 



PAGE 78/108 ' RCVD AT 7/20/2004 5:17:20 PM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-2/1 * ONIS:7464060 * CSID:416 865 7380 * DUItATION (iniiKS):27-08 



JUL-20-2004 17 : 40 



TORYS LLP TORONTO 



416 865 7380 P. 



Figure 11 
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Figure 12: Two Opioid Model 
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Figure 13: The elements of the mvention, wherein two opioids 
are administered through inhalation* 
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Figure 14: Drug in inhaler and lung in the presence of opioid- 
induced ventilatory depression and sedation for the two opioid 
model. 
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Figure 15: The rapidly acUag opioid concentration in the effect 
site, the slowly acting opioid concentration in the effect site, 
and the combined concentration of opioid at the effect site, 
during two opioid administration with the device. 
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Figure 16: Ventilatory depression in the presence of self- 
limitation of opioid delivery from ventilatory depression and 
sedation with (he two-opioid delivery system. 
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Figure 17: The elements of the inventioii, wherein two opioids 
are administered through inhalation, and the rapidly acting 
opioid is alfentanil, and the slowly acting opioid is morphine. 
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Figure 18: Alfentanil, morphine, and combioed opioid effect 
site concentrations. 
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Figure 19 
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Cmax versus Ceod for Pulmonary Delivery of fentanyl and liposome 

encapsulated fentanyl 




Cmax versus Ceod following Intravenous Administration of Fentanyl 
(200 ug Infused over 1 min) 
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Figure 20B 
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Time to Somnolence Side Effect (Diamonds) or 
Time to 02 Desaturation (circles) 
versus time to End of Doee 
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Figure 21 
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No Side effect Side effect 



N 26 24 

No hypoxia 22 14 36 

Hypoxia 4 10 14 



Null effect 

No hypoxia 18.72 17.28 36 

Hypoxia 7.28 6.72 14 



Rvalue 0.036653124 



Figure 22 - Correlation of side 
effect to toxic event 
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